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the junction of the azygos vein and the superior vena cava (see
photograph).

Superior venacavagram showing round intraluminal filling.defectin superior vcna cava causing obstruction. Inset shows tip and
jaws of biopsy catheter.

We thought that bronchoscopy would be unhelpful and as a
histological diagnosis was desirable to guide future management a
biopsy of the obstructing lesion was carried out using an endo-
myocardial bioptome.

PROCEDURE

The bioptome (Richardson, 1974) was introduced via a Desilet
(Vigon) 7F sheath after percutaneous puncture of the right femoral
vein in the groin under local anaesthetic. The catheter bioptome
was passed through the right atrium into the superior vena cava.
Under fluoroscopic control it was easy to tell when the bioptotne
had reached the lesion since the catheter curved slightly without
advancement of the tip. Two biopsy specimens were taken.
From the specimen a histological diagnosis of oat cell carcinoma

was made. This was treated with 20 mg of mustine intravenously
and prednisone by mouth, with rapid relief of the obstruction.

Comment

It was technically easy to obtain tissue from the obstructing
mass in the superior vena cava in this patient and the procedure
caused her almost no discomfort; it was clearly important in her
subsequent management. The alternative technique of medias-
tinoscopy and direct biopsy might have presented problems
with bleeding owing to the presence of superior vena caval
obstruction. We decided to approach the lesion from below so
that if by mischance a small perforation of the superior vena
cava were to occur it would not be subjected to the raised venous
pressure above the obstruction. We also felt that it would be
much easier to localize the lesion by the feel of the catheter if
the path to the area were straight. Certainly, we had no problems
with localization, and the force on the catheter tip was minimal.

This technique may prove to be useful in those patients with
superior vena caval obstruction inwhom superior venacavagraphy
shows an intraluminal mass, suggesting that the tumour has
grown through the wall of the vein and is therefore amenable to
biopsy using forceps which only obtain a very small and super-
ficial sample.

The patient was admitted under the care of Dr. P. Hugh-Jones.
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Combined oestrogen-progesterone oral contraceptives are
known to produce neuropsychiatric and abdominal symptoms in
acute intermittent porphyria (Zimmerman et al., 1966). This
is thought to be due to the induction of 8-aminolaevulate
synthetase (British Medical Journal, 1972). The activity of this
enzyme is increased in all forms of inherited porphyria, and,
though this is probably not the primary biochemical lesion,
oestrogens would tend to compound the existing defect.

In porphyria variegata oestrogens do not apparently provoke
acute attacks, but four cases have been reported in which the
"pill" produced cutaneous symptoms associated with liver
damage (Eales, 1963; Dean, 1965; Baxter and Permowicz, 1967;
McKenzie and Acharya, 1972). We present a further case.
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The patient, with undiagnosed porphyria variegata, took an
oral contraceptive and two months later developed a light-
sensitive bullous eruption followed by cholestatic jaundice.
The case illustrates a probable mechanism for the photo-
sensitivity.

Case History

A 26-year-old Irish woman of previous good health took Minilyn
(0 5 mg ethinyloestradiol and 2-5 mg lynoestrenol) for three weeks in
June 1973. At the end of this course she developed acute swelling
and itching of the face and hands followed by blistering. The lesions
subsided but recurred at the end of a second course in July. On that
occasion the lesions persisted and worsened over the next month
though she took no further tablets. In the middle ofAugust she became
jaundiced and two weeks later was admitted to hospital for investiga-
tion.

She had no past history of jaundice, skin fragility, or photosensi-
tivity. On admission she was jaundiced and had a widespread ery-
thematous rash on all light-exposed areas. She had oedema of the
eyelids and multiple bullae of varying size-some haemorrhagic-
on the hands, arms, face, and legs. All other systems were normal.
Liver function tests (see table) suggested a cholestatic jaundice. All
investigations to exclude other forms of liver disease gave normal
results. Liver biopsy showed normal architecture with cholestasis
and some hyperplasia of the Kupffer cells, appearances compatible
with "pill" administration. Skin biopsy showed a subepidermal bulla
with patchy epidermal spongiosis. Superficial vessels stained weakly
with periodic-acid Schiff. There was a marked increase in urinary
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Results of Laboratory Investigations.

Exacerbation of
Normal On On Skin Condition I In
Values Admission Discharge Remission

(5/9/73) 19/9/73 (3/10/73) 19/10/73 8/11/73 4/1/74 (12/6/74)

Liver function tests:
Bilirubin (,umol/l). 17-17 1 70 1 27-4 22-2 8-6 5 1 13-7
Albumin (g/l) .35-55 27 30 37 41 36 32
Alanine transaminase (IUL) .5-20 18 46 29 6 4 3
Aspartate transaminase (IUL) 10-30 30 76 25 13 12 10
Alkaline phosphatase (IU/L) .23-80 100 76 44 44 48
5-Nucleotidase (IL/U) .3-11 28 16 6-2
y-glutamyltranspeptidase (IL/U) .4-18 21 16 11

Urinary porphyrin estimations
Coproporphyrins (,umol/24 h) 0-0015-0 43 2 03 1 31 2-58
Uroporphyrins (nmol/24 h) .0-48-2 196 2 29-7 54-5
Porphobilinogen (,mol/24 h) 0-8-8 3-5
8-Aminolaevulate (,umol/24 h) 0-53-4 12 7

Faecal porphyrin estimations:
Coproporphyrins (nmol/dry wt) .0-76-5 126 2 256-7 345-7 363-3
Protoporphyrins (,ug/g dry wt) 0-113 162-2 422-5 729 4 633
"X" porphyrins QLg/g dry wt) 0-20 77 129-2 121 5 146-6

Conversion: SI to Traditionial Units-Bilirubin: 100 1mol/l-6 mg/100 ml. Coproporphyrins: urinary, 1 tgmol/24 h 655 tg/24h; faecal, 10 nmol/g 6-55 .Lg/g. Uroporphyrins:
10 nmol/24 h 8-3 ptg/24 h. Porphobilinogen: 10 gmol/24 h z 2-3 mg/24 h. 8-Aminolaevulate: 10 tmol/24 h z 1-3 mg/24 h.

porphyrin (see table), and the presence of "X" porphyrin in the stool
enabled porphyria variegata to be diagnosed.

She was nursed in a dark room with the application of topical
steroids and gradually recovered. After three weeks she was free from
jaundice and had only a few new blisters. She was discharged five
weeks after admission, by which time she had developed many pitted
scars and small milia. She was readmitted twice (November and
January; see table) with a sudden onset of erythema and swelling of
the face and blisters on the hands. On each occasion this was four
days before her period, and the skin trouble subsided on menstruation.
She subsequently remained well, with regular periods, apart from
slight facial swelling after exposure to hot sunlight. Stool testing when
in remission showed faecal porphyrin levels characteristic of variegate
porphyria. Her skin was tested with narrow-waveband ultraviolet
and visible radiation with resulting abnormal delayed erythematous
reactions at all wavebands tested between 380 and 600 nm (Magnus
et al., 1959). We advised her to avoid pregnancy for the time being as
it seemed possible that it might provoke a recurrence of the cholestasis
and skin lesions.
There was no known history of porphyria or skin fragility in the

patient's family. Her mother died of a presumed cerebral haemorrhage
in October 1973. Faecal specimens from her father and seven siblings,
who were mostly resident in Co. Cork, showed nothing abnormal except
in the case of a sister aged 23. Her stools showed: coproporphyrins
613-5 nmol (4019 ,ug/g) dry weight; protoporphyrins 6849 Lg/g dry
weight; "X" porphyrins 193-7 ig/g dry weight. These results were
again diagnostic of porphyria variegata in remission. She had never
had any symptoms.

Comment

Porphyria variegata is most commonly seen in South Africa,
where the incidence is three per thousand of the white popula-
tion. Elsewhere it is rare, though at least one other family with
the condition is known in Ireland (Fennelly et al., 1960). The
acute attacks may occur after the administration of sulphona-
mides or barbiturates but not steroid hormones (Goldswain and
Eales, 1971). Liver function is usually normal.
The most important and consistent cutaneous manifestation

of the condition is skin fragility. Characteristically, superficial
erosions and bullae develop after trivial trauma, chiefly on the
face and back of the hands, resulting in pitted scars (Eales,
1960). Acute photosensitivity with pruritus, erythema, and
oedema as seen in this patient is less common.
Three of the four patients previously described with exacerba-

tions of porphyria variegata due to the "pill" (in each case an
oestrogen-progesterone compound) developed jaundice. The
fourth (Baxter and Permowicz, 1967) had abnormal liver func-
tion values. Our patient had jaundice of a cholestatic type. At
the height of the jaundice these patients showed a marked
change in the pattern of porphyrin excretion. Normally copro-

porphyrin is preferentially and protoporphyrin exclusively
excreted by the liver. In cholestasis there is a diversion of
porphyrins from faecal to urinary excretion which reverses as
the jaundice subsides. The impairment of biliary secretion may
well result in high levels of porphyrin in skin tissue. This would
account for the acute and striking photosensitivity which was an
unusual feature of all these cases. The only two patients with
hereditary coproporphyria to display skin lesions developed
photosensitivity and had liver disease (Langhof et al., 1965;
Connon and Turkington, 1968).

Oestrogens are known to produce impairment of biliary
secretion, which in some patients may be so marked as to
result in frank cholestatic jaundice (Song et al., 1969). From the
few cases reported in which the "pill" produced symptoms it
seems probable that in general oestrogens do not have a harmful
effect in porphyria variegata, and Goldswain and Eales (1971)
gave a low-dosage oral contraceptive to six patients with the
disorder without ill effects. If, however, the patient also has
hypersensitivity of the liver to oestrogens resulting in cholestasis
cutaneous symptoms will be provoked by the accumulation of
porphyrins in the skin, secondary to hepatic dysfunction. Thus,
as in this case, previously occult porphyria variegata may be
dramatically exposed. So far no cases have been reported in
pregnancy. Unfortunately there is as yet no method of detecting
these rare patients, and probably the "pill" should be avoided
in all cases of hepatic porphyria.

We thank Dr. H. T. H. Wilson for permission to report this case,
Dr. E. Cronin and Dr. L. Blendis for advice, Dr. Colin Ramsay for
the skin radiation studies, Miss Sheila Lambert for secretarial help,
and Mrs. Maureen Doyle, of St. John's Hospital, for porphyrin
estimations.
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